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DECLARATION OF JOEL R. STUDIN UNDER 37 C.FJR. (1.132 

I do hereby declare as follows: 

1 . THAT I received a Bachelor of Science in General Science and 
Psychology from the University of Rochester, Rochester, NY, in 1975. 

2. THAT 1 received a Doctor of MecUcine fiom Mount Sinai Hospital, New 
York, NY. in 1982. 

3. THAT 1 have practiced as a Plastic and Reconstructive Surgeon suice 



4. THAT I am the inventor of the above-identified application, that lam 
familiar with the above-identified application, the Office Actions and 
applied references rendered to dale. 

5. Exhibit A is a testing report received from Bryce RX Laboratories, Inc., 
detailing the results of transdermal a£fect testing conducted by Biyce. 1 
authorized Biyce RX Laboratories Inc. to undertake the transdemial affet t 
testing. All dates and extraneous inft^mation have been redacted £rom 
Exhibit A. 

6. . Exhibit A reports the transdermal effectiveness evaluation of various 

possible canlers for delivering topical treatments including corticosteroid > 
for scar tissue, psoriasis, eczema and other cutaneous maladies. 
Transdermal effectiveness was determined by the well-known McKenzie 
Stoughion vasoconstriction assay. The McKenzie-Stoughton assay is a 
Skin-blanching test. Under this assay a test sample containing a carrier 
and hydrocortisone was applied to a test subject's skin and the degree of 
skin blanching was observed. In accordance with the test, hydrocortisone 
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adsorbed into the skin causes a localized vasoconstriction at the site of 
application of the test sample. This vasoconstriction causes the skin to 
appear white. The more hydrocortisone thai was adsorbed into the skin, 
the whiter the localized spot appealed. At 1 , 2. and 4-hour time intervals 
an observer assessed the amount of skin blanching oq a scale of 0 (least 
blanching) to 4 (most blanching). After all data had been collected from 
three di^erent observers, the scores were added up to give a total 
blanching score. The higher die scoi-e, the higher the level of blanching, 
and thus, the Mgher the level of hydrocortisone adsorbed into the skin. 

Exhibit A, page I , provides further details for the preparation of die 
samples tested, and testing of diose samples. Briefly, 50 ml of a canier 
was added to a 200 ml beaker. 1 gm of hydrocortisone was added to the 
beaker and mixed until fully dissolved. Waier was then added to a final 
volume of 100 ml. According to page 1 , a 0.3 cc aliquot of each mixture 
was placed onto a subjects forearm and marked with a sharpie. Blanchin 
wa^ then observed at 1 , 2, and 4-hour time intervals, and va&oconstrictiot 
was assessed on a scale of 0 (least blanching) to 4 (roost blanching). 

Exhibit A, pages 2-5, provides the blanching results from three observers 
at 1 , 2. and 4-hour time intervals on four different test subjects for each 
carrier tested. Page 6 provides the cumulative score for each carrier teste 1 
for aU four test subjects. As can be seen from page 6, Nitrocellulose 
(Flexible Collodion) had the highest test score (141), which indicates the 
greatest degree of blanching, and thus, the highest degree of transdential 
transmission of die active agent (hydrocortisone) tested. 

Exhibit A, page 6, also provides blanching results for methyl cellulose 
(14), hydroxymcthylcellulose (25), nitrocellulose (flexible 
coUodion^canthan gum) (59), hydroxyethylcellulose (29), cellulose aceta t 
(23), propylene glycol (7), aluminum hydroxide (49) and tragacanifa (3). 
As can be clearly see from these results nitrocellulose showed very stronj 
ttansmissioa of the active agent (hydrocortisone) into the lest subject's 
skin. 



10. I further declare that all statements made herein to my knowledge are tm< : 
and that all statements made on infonnation and belief are believed to be 
true: and further that these statements are made with the knowledge that 
willful false sLatements and the like so made are punishable by fine or 
imprisonment, or both, under Section 100 1 of Title 1 8 of die United Stan s 
Code, and that such willful false statements so made may jeopardize the 
validity of the documeat, or application, or any patent issuing therefrom. 



Respectfully submitted. 
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EXHierr 

l_A_ 



Bryce RX Laboratories.. INC. DEfl 665460706 
TESTING REPORT 



ForiBulai Scar/Ecz/Psariasis Client 1 Dr. aoel Studin 



The soal of This testing is to ascertain the relati>« sfficaey ol a nuiibar o£ pocsibla carriers ior 
delivering topical treatments inducling cortlooetereids £or scar tiscua, psoriasis, eczema and other 
cutaneous maladies. 



■ METHOD / PROCESS- 



Transdermal ef fecti\;ehes« evaluation to be perforiued uiing the Coleman, Kanfer and Haigh method o£ 
the McKecrsie > Stoughton vasoconsteiotion assa;^. 

1, Place 50 ml o£ oajriries into a s»oinl beaker 

^ . Place igm hydrocortisone into beaker 

3 c Mi.H until iully dissolved or evenly dispersed 

4. Q5 to laenl 

5 , Seal baaker with plastio wr^p 

6. Repeat £oi- all carriers. 

7, Place 0.300 aliquot ol eaoh iniMiure on ille.Mor surface subject forearm and nark with 
Sharpie 

9, Subject to weaL- short slee^'es -and avoid v/ashing or sweating 

9. Observe at ij2 and 4 hourc 

3.0 , Chart Qbservatxon o;E skin blenohing by subject and 2 observers 

IX. Vasooonstriction assesised on a scale ol zeroxleast blanehing to 4=iiost blanching 



" THIS TESTING IS fl TRRDE SECRET OF BRVCE RX LflBORRTORIES, INC. 



M«thyl. Cellulose 
Observatioh i 

Observation g 

Subaect #1 

HydroKywethylcAllulosft 

Observation i 

ObsaEvatioh a 
Subject tti 

Nitrocellulose (Flexible Collodion ) 



Ohservatian i 


ihr 


4 


2hr 


A.. 


4hr 


4. 




□bseirv^ation 2 


ihr 




2hr 


4 


-4br 






Sub-iec-t 


ihr 


Q 


2hr 


d 


_4hr 


4 


Total Soore__3£ 


Nitrooellulose (FleHible Collodion / 

Observation 1 ihl" a 


Xanthan Gu*: 
2hr E 


) 

j^hr 






Obsafvation 2 


ihr 


? 


£hr 






X 




SubiecT #1 


ihr 


s ..... 


2hr 




4hr 


1 


Total Soore__i4. 


HydroHyethyloellulosa 

Libsi^fvatiori 1 


Thr 




2hr 


1 


4hr 






Observation 2 


ihr 




2hr , 




_4hr 


_a 






Ihr 


£ 


ahr 




_4hr 


-S 


Total Score 2 


Cellulose Picatate 

Ob-=:srvation a. 


Ihr 


1 


2hr 


i 


4hr 


_s . 




□bservatiori £ 


ihr 




ahr 




4hr 






Subieot 


Ihr, 


-£.. , 


shr 




4hr 


* 


Total Score i 


Propylene Glycol 
Observaticn 1. 


ihr 


T 


2hr 




_Ahr_ 






Observation 2 


3-hr „ 




2hr 




4hr 






Sub.ieot #3. 


xhr 




ahr 


•9 


4hr 


® 


Tc-tal Soore g 


Hluminum Hydronide 
Observation 1 


Ihr 


2 


ahr 




4hr 






Qb«:&rva-fcion 2 


Ihr 




ahr„ 




_4hr 


1 




SubTsct tti 


Ihr 




ahr_ 


1 


_4hr 


.I. .. 


Total Score X4 


Tragacdnth 

Obs«rvatiort ± 


^hr 


e> 


ahr_ 


9 


_4hr_ 






Observation s 


Ihr 




. ahr 


9 


4hr_ 






Sub-iect #1 


Ihr 




2hr„ 


g . ,, 


_4hr 




Total Score,.© 



1 


2hr_ 


_.,2_ 


J4hr „.^ ,.. 




■ 1 


^hr 


.0, . . 


. . 4hr e. 




' a 


2hr_ 




4hr B 


TiStal 



ihr 1 g hr 1 4 hr 1 
ihr 1 g hr 1 4 hr e 
ihr gi ghr a 4hr a ^Tot.al Score 



Base Carrier 



Methyl Cellulose 

Observation i ihr i _ ghr i ___J4^'=' — 1 - 

Observation g ihr a z hr i 4hr o 

Subject #2 ihr i g hr o ^hr o Total Soc.re_ 

HydEowywethylcallulose 

Observation x i.hr s zhr x .ahr i 



Observation s ihr i _2hr e ^4hi: o 

Subject #2 ihr i £ hr o 4 hr o T ctal Soora £ 

Nitrocellulose (Flenible Collodion) 

Observation ihr 4 a hr 4 d hr 4 — ^ — 

Observation a ihr 4 ahr d 4hr — 4 — ■_ 

Sub.jec+ »g ihr a a hr a Ahv a Total S(iors__55. 

Nitrocellulose (FleKible Collodion / Xanthan Gumli 

Observation x ihr a a hr 3 a hr 1 

Observation a-_ ihr a ahr 1 ^hr 0: 

Sub ject #£ ihr z a hr e 4 hr o ^T otal 5cors — 42. 

HydroHysthylo«llulose 

Observation i_ 

Observation 2 ..^..^ ^ - . 

Subject #2 ihr 1 z hr e 4hr a T otal Soore_^ 

Cellulose floetate 

Observation 1 ihr 1 a hr' a 4hr e 

Observation s ihr 1 ahr 1 e 

Subject #2 Ihr 1 a hr @ a hr a T otal Score 

Propylene Glycol 

Observation 1 ihr 1 £ hr a ahr a 

Observation s ihr 1 g hr o 4 hr a 

Subject #£ ihr a g hr o 4 hr a Total Score . 

Rluminum HydroHide 

Observation i ihr ^ a hr g .ihr a 



Observation g ihr a hr a d hr e 

Subject #2 Ihr g a hr a a hr a T otal Score _i3. 

. Tragacanth 

Observation 1 ihr a a hr a 4 hr o 

Observation a ihr a g hr o 4 hr a 

Subject #2 Ihr 1 ^ hr • a 4 hr e T otal Score _i_ 



Base Carrier 
Methyl Cellulose 



■ Obsafvation i • 




ihr 




■zhr 


9 


4hr 






Obsarwation ? 




ihr 


3- 


2hr 


1 


4hr 






Subiact ■ #^ 




xhr 


_a 


ahr 


_a 


ihr 


a 


Total Score g 


Hydrowymethylcellulose 

Observation i 


ihr 




ahr 


A 


4hr 






Observation £ 




ihr 




2hr 


1 . 


. 4hr 






Subject #3 




ihr 




ahr_ 




4hr 


a 


Total Score 7' 


Nitrocellulose 

Observation i 


(FlsKible 


Collodion ) 

ihr a. 


shr 


.4.. 


4hr. 


.j4 




Observation s 




Ihr 


4 


shr 










Sub.jec-T #s 




Ihr 


d 


shr 




4hr 


4 


Total Score q6 


Nitrocellulose 
Observation i 


(PleHlble 


Collodion. / 
Ihr s 


><anthan Gu 

£hr £ 


m } 

. 4hr 


.1 — 




Observation f. 




Ihr 




Shr 


-3— 


4hr . 






Sub.iect »q 




ihr 




,..Shr. 


_S — 


4hr 


..2 


Total Score aa 


HydroHyethyloellulose 

Observation x 


Ihr 


s 


shr 


_JV 


4hr 


_a — 




Observation s 




ihr 


a 


zhr 


. X 


4hr 


9 




Subject tt-q 




Ihr 


...S 


Shr_ 


-1 


, 4hr , . 




Total Soore a 


Cellulose Roetate 
Observation i 


Ihr 




ahr 


3. 


4hr 


a 




Observation g 




Ihr 


£ 


2hr 




4hr 


9 




Sub-jsct #q 




ihr 




ahr 


9 


4hr 


-J! 


Total Score z 


Propylene Glycol 

Observation i 


ihr 


1 


zhr 




4hr 


JS. - 




Observation £ 




Xhr 


— 3t^., 


— ?hr^ 


—1 








Sub.ieot 




Ihr 


..A ,_ 


__*hr_ 


—S 






Total Soore 4 


filwuiinutii HydroKide 

Observation i 


Ihr 




.Ehr 




4hf 


0 




Observation f 




■ Ihr 




£hr 




4hr 






Subject #3 




xhr_ 




zhr 




4hr 




Total Score ,;;ti 


Tragacanth 

Observation x 




Ihr 




£hr_ 










Observation £ 




Ihr 




2hr 




4hr 


.-si 




Subject 




Ihr 




£hr 




4hr 


„„ ft " 


Total Score 3. _ 



Methyl Cellulose 



Observation i 


ihr 


0 


2hr 




4hr ... 


., 




Observatiorr s 


ihr 




ahr 


_a_ 


4hr 






SubiecT tt4 


ihr 


_. 


ahr 




ihr 


e 


Total Score a 


HydroHyiaethyloellulosa 

Observation i 


Ihr 


& 


ahr 




4hr 


1 




Observation 2 






_shr 


-A 


4hr 


J- ._ 




SubiaGt #4 


Ihr 


& 


ahr 




4hr 




Total Score y 


Nl-trooellulose CPleKlble 

Observation i 


Collodion ) 

ihr d. 


2hr 




4hr 






Observation 2 


xhr 


4 


2hr 




4hr 






Subieot #d 


. ihrL 






■A 


dhr 




Total Scora at: 


Nitroeellulose (FleHibla Collodion / 

Observation a. ihr 2 


Xanthan Guw) 
ehr X dhr 






Obei»ifuation 2 


Hhr 


— a 


_2hr 




4hr 


-3. 




Sub iaet *4 


ihr 


—3 






4hr 




Total Score xc 


HydroHyethylcAllulosa 

Observation x 


xhr 




£hr 


¥1 


.4hr 






Observation £ 


xhr 




Shr_ 




_ ._ .4hr 


B 




Sub isot #4 


xhr 




,ahr 


-JL. 


ahr 






Cellulose Roexate 

Observation 1 


3hr 


1 


ahr 




4hr 


0 . 




Observation e 


3.hr 




ahr 


— L. 


4hr 


.1 




Subieot 


xhr 




fihr_ 




4hr 




Total Soore 8 


Propylene. Glycol 

Observation 1 


xhr 


e 




0 


4hr 


9 




Observation s 


xhr 




_^hr_ 


__2_ 


4hr 


e> 




SubHect «i 


xhr 


1- 


2hr 




d.hr 




Total Score a 


filuminum HydroHlde 

Qbsisrvation 1 


xhr 




^hr 




f.\hr 






Observation 2 


xhr 


3- 


shr 




■4hr 


0 




Sub-iect #4 


xhr 




Ehr 




4hr 


i3 


Total Soore xi 


Tragacanth 

ObsQrvation 1 


xhr 




shr 




4hr 






Observation 2 


xhr 


.9. 


shr 




4hr 


.,,2 




Subnact «4 


xhr 


. ?^ 


2hr_ 


9. 


4hr 


— sa — 


Total Score x 



BRSE CARRIER CUHULflTIVE TOTRL SUB3ECTS 1-4 liHR, 2HR, 4HRI 



Methyl Cellulose 
Subjects ' »i-4 

Hydroxywethylcellulose 
Subjects »x*4 

Nittocellulosa tFlewible 
Subjects #1-4 

Nitrocellulose [FleHible 
Subjects #1-4 

HydroKyethylcellulosa 
Subjects #1-4 

Cellulose PtcetaTe 
Subjects #1-4 

Propylet^e Glycol 
Subjects *i-4 

filuwinuiti HydroHicle 
Subject* «i.4 

Tjragacahth 
Subjects *5.-4 



Total Score 1.1 

Total Score acf 

Collodion ) 

Total Score 

Collodion / Xanthan Gum) 
Total Scor* co 

Total Score se, 

Total Score aa 

Total Score -i 

Tot»l Score a<a 

Total Score g 



Conclusion 



Most carriers showed vary poor transdarmal transmission oi the active. NitrooeXXulose 
however, showed a very strong transwiasion in our formulation. Wa balisvs that this is 
result of increased bio -electric binding. It is our suggestion that you continue the 
development ol your products using the nitrocellulose base that you suggested. 



Atty. Docket No.: SDF 04-15 
Application Serial No.: 10/829,315 

RELATED PROCEEDINGS APPENDIX 

NONE. 
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